Our field cannot go to the extreme of returning nothing, whether a biobank is involved in a protocol or not. We need to move toward robust and ongoing participant engagement, for scientific reasons, out of respect for our participants, and to maintain the public support of the research enterprise. I propose to translational genomics researchers the following thought experiment: imagine yourself in a room full of the participants at the close of your study, and your assignment is to describe to them the kinds of medically useful data in your data set and then justify why you gave none of it back to them. I can't do it.
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Return of results in genomic biobank research: ethics matters
To the Editor: In "Return of Results from Genomic Biobanks: Cost Matters, " Bledsoe et al. 1 offer critique of a 26-author consensus article published in April's Genetics in Medicine articulating the first full analysis of the challenge posed to biobanks by the debate over return of individual research results (IRRs) and incidental findings (IFs). 2 They raise important questions concerning the cost to biobanks. As lead author of the April paper, I write to respond.
Bledsoe et al. 1 argue that our paper suggests responsibilities for biobanks that would impose "unsustainable" cost. Unfortunately, they do not address our own discussion of cost. Our study suggested cutting back on what IRRs and IFs should be returned in part because of cost: "The greater difficulty and cost of biobank return, the lower likelihood biobanks. " However, our study discussed at length the variety of biobanks and noted that some biobanks cannot return IFs and IRRs because they irretrievably strip identifiers, making return of IFs and IRRs impossible. For those biobanks and biobank research systems retaining the capacity to reidentify and return, we urged the "development of explicit policy on whether IFs and IRRs will be returned. " We then recommended that the biobank research system differentiate the limited list of findings that "should" be returned from a potentially broader list that "may" be returned depending on decisions made within the biobank research system. Again, we built in considerable flexibility.
Bledsoe et al. 1 conclude that the variety of biobanks argues against the kind of broad recommendations we offer and instead requires "case-by-case" analysis. However, the variety of biobanks does not make ethics recommendations futile. The National Cancer Institute's Office of Biorepositories and Biospecimen Research has issued guidelines for biobanks, 3 and a hefty literature offers ethics recommendations for biobanks, despite their variety. Many biobanks and biobank research systems are already trying to address return of results and looking for guidance. We offered analysis and concrete recommendations to advance the field.
Leaving biobanks and biobank research systems to face the return-of-results challenge one by one with no recommendations to guide them will reduce efficiency and increase costs, as biobanks struggle individually to figure out what to do. It will also do little to advance collective and coordinated consideration of what our research community owes individuals who are generous enough to provide their data and specimens. Presenting the kind of detailed analysis and concrete recommendations we offer in our article is the necessary next step in the real world of genomic research powered by biobanks collecting data and samples. It sets the stage for future refinement of recommendations, as thinking progresses on how to advance research while advancing our collective understanding of ethical responsibilities.
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The contents of this letter are solely the responsibility of the author and do not necessarily represent the views of the full author group of the April article, NIH, NHGRI, NCI, or RWJF. The author of this letter has received honoraria for lecturing and of benefit with lapse of time, and the reality that some contributors will not have consented to research, justify more restrictive criteria for return in biobank research than primary research." We included an important recommendation urging that "Research and biobank funders and regulators have a crucial role to play in making sure that research and biobank budgets adequately support responsible management of IFs and IRRs." This recommendation can support biobanks as they articulate what resources they need to deal with the return of IRRs and IFs.
The reality is that all research could be done less expensively and faster if we ignored ethical responsibilities to research participants. Ethics costs money and requires effort, starting with informed consent. The mere fact that dealing with the return of IRRs and IFs will take effort and resources is not an argument against it. As yet, there are very few published studies analyzing the cost, especially in the complex context of a biobank research system. We defined that system to include (i) primary research or specimen-and data-collection sites, (ii) the biobank itself, and (iii) secondary researchers analyzing those specimens and data. As we pointed out, IRRs and IFs can arise at all three sites. Quantifying the cost of handling IRRs and IFs will not be easy. Cost will probably vary substantially, depending on the design of the biobank research system and ethical choices made within that system on how to manage IRRs and IFs.
Bledsoe et al. 1 may overestimate the burden and costs we place on biobanks themselves. We carefully analyzed biobanks as one part of the larger biobank research system. This is because the purpose of biobanks is to aggregate data and specimens to fuel secondary research; biobanks enable the flow of data and specimens through the research system. Bledsoe et al. 1 incorrectly suggest that we placed on biobanks alone the responsibility to establish criteria for evaluating IFs and IRRs, analyze those findings, reidentify participants, and recontact them to offer the findings. Instead, we urged that biobanks collaborate with primary researchers (or collection sites) and secondary researchers. Specifically, we recommended that biobanks work with both primary and secondary researchers to clarify criteria for evaluating findings but let primary researchers analyze findings arising at their own sites so that biobanks can focus on those arising later in the biobank research system. We called for biobanks to collaborate with primary researchers to decide jointly on how to handle reidentification, and we described different options including the use of a "trusted intermediary." However, once a participant is reidentified, we recommended that biobanks generally leave the task of recontact to primary research sites when those sites have had direct contact with participants. Thus, our recommendations built in flexibility, so that different biobank research systems could allocate responsibilities within the system according to the research realities.
Bledsoe et al. 1 appear to construe our paper as a "call for the routine evaluation and return of IFs and IRRs from all letters to the editor Return of results in genomic biobank research: ethics matters | WOLF
Return of research results from genomic biobanks: a call for data
To the Editor: We welcome the letters from Susan Wolf 3 and provide the opportunity to continue the dialogue on this important and complex topic. We agree that ethical responsibilities to research participants cannot be ignored. However, consideration of these ethical responsibilities must include not only arguments favoring return of research results, but also the potential risks to individuals, and the burdens and costs to individuals, the research enterprise, and society as a whole.
In Susan Wolf 's letter to the editor, 1 she points out that the discussion section of their article 4 addresses cost as a critical issue and maintains that sufficient flexibility for biobanks is provided. Indeed, the article notes the crucial role that research and biobank funders and regulators would have to assume in order to sustain adequate support for the responsible management of incidental findings and research results. The suggestion is made that by using strict criteria for deciding which results to return, biobanks would be able to limit costs. In addition, financial responsibility would not have to rest completely on the bank; investigators could bear some of this responsibility. Although we agree that the discussion section of the article does address costs and provides some flexibility for biobanks, these considerations are not adequately reflected in the recommendations. We are concerned that policy and law makers may reasonably conclude from the way the recommendations of the paper by Wolf et al. 4 are written that biobanks should be principally responsible for participating in discussion on return of results, including from the Mayo Clinic and Boston Scientific. the evaluation of findings and ensuring return of research results from any biobank in which it is possible to reidentify participants. We contend that regardless of who assumes the responsibility, these costs are likely to be substantial in many cases. Although developing strict criteria for the return of research results from some biobanks would directly affect the cost, it is unclear how much savings it would provide given the expense of setting up an extensive infrastructure for evaluating and ensuring appropriate return of findings. Given the current funding constraints on the whole research enterprise, there is a real ethical tension between being able to afford to do the kind of research that leads to tangible benefits for a large number of people versus the need to manage and deliver validated individual research results in a meaningful and ethically appropriate way. We believe that the debate around personal versus community benefit based on real economic evaluation and practicability must also be included in any analysis of the ethical issues of return of research results. Dr Biesecker's letter to the editor 2 raises several issues that merit further discussion. He states that in our recent commentary, we appear to discourage any return of results in research involving biobanks except when the biobank maintains the kind of direct involvement with participants as seen in ClinSeq. We, however, do not make this assertion; rather, our reason for mentioning ClinSeq was to use it as an example of a bank that generates primary research results and in which there is direct interaction with participants. These characteristics provide a stark comparison to the dbGaP model, in which the biobank has no relationship with the participant and in which data are shared with many investigators for secondary research projects. Our goal was to simply emphasize how different models present very different challenges in the discussion of return of results. Dr Biesecker's letter addresses the importance of participant engagement in any discussion of return of research results. He raises the question of whether the field would benefit more from a larger number of less expensive, narrowly defined biobank studies with no participant engagement or a smaller number of more expensive studies with high degrees of ongoing participant engagement, iterative phenotyping, and return of results. We agree that it is important to engage research participants in biobanking research through direct interaction whenever it is possible to do so. However, we do not agree that it is ethically required, nor do we think that all biobanking research must be performed using participant engagement models similar to ClinSeq. Biobanks that are established from existing specimens (e.g., pathology archives or specimens from previously collected projects) are also needed, even if it is not possible to reidentify participants/contributors or to provide them with individual research results. Many of these existing collections may be uniquely valuable because of extensive amounts of clinical follow-up data or due to changes in standards of care (e.g., untreated, node-negative breast cancer cases), and they could not be established prospectively today. Furthermore, it is arguable whether participants/contributors must derive personal
